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Food and Drug Administration
Center for Drug Evaluation and Research

I Office of Drug Evaluation ODE ITT

FACSIMILE TRANSMITTAL SHEET |,

DATF: December 22,2004

To: Lynn McGrath, Ph.D. From: Jean Makie

Company: Novartis Pharmaceuticals Division of Division of Reproductive
and Urologic Drug Praducts

Fax numher: 973-781-3966 Fax number: 301-827-4267

Phone number: 862-778-5139 Phone number: 301-827-4260

Subject: NDA 21-513: Approval Letter attached
Total no. of pagex including cover: 26

Comments: ace commeni belaw.

Document to be malled: YES .NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLF.
LAW.

If you are pot the addressee, or a person authorized to deliver this.document to the addressee,
you are hereby notifird that any review, disclosure, dissemination, copying, or other action
based on the content of this communication is not authorized. If you have recelved this
document in exror, please notify us immediately by telephone at (301) 827-4260. Thank yon,

Dcar Lynne, )
A copy of the Approval letter for Enablex (darifenacin) is atached for your immediate reccipt. An
official copy of this letter will be sent to you via postal mail.
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{ {¢ DEPARTMENT OF HEALTH & HUMAN SERVICES - Public Health Serioe
e Food and Drig Aminkiraion
Reckvile, MD 20867

NDA 21-513

Novartis Pharmaceutical Corporation
Attentjon: Lynne McGrath, MPH. PD. |
Associate Director, Drug Regulatory Affairs
One Hcalth Plaza

East Hanover, NJ 07936-1080

3

Dear Dr. McGrath:

Plense refer to your December 3, 2002, new drug appl 1cahnn (NDA) submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Enablex® (derifenacin) 7.5 mg and 15 mg extended

releage 13blets.

We alra acknowledge receipt of your submissions dated May 14, 19, 24, and 28, June 16 and 21,
August 27, September 15, 17, 28 dnd 30, October 1, 11, and 22, Novbct24 and December 1, 2, 8,
10, 14, 16, 17,20 and 21, 2004.

The Junc 21, 2004, submission constituted a compiete response 1o our Orsnber 2, 2003, action letter.

" This amended new drug application provides for the usc of Enablex® (darifenacin) 7.5 mg and 15 mg
extended release tablets for the weaunent of overactive bladder. -

We have completed the review of this spplication, a¢ arnended, and have concluded that adequate
information has boen presented to demonstrate that the drug prodct is safc and effective for use a5
recommended in the attached 1abeling text. Accordmgly, the application is approved effective cm the
date of this jetter,

The final printed lahcling (FPL) must be identicel to the enclosed package inscrt and paticnt package
insert, Additionally, the immedists container and carton labels must be identical to those submitted on
Drecember 20, 2004 and the contairier label for the 7.5 and 15 mg blister tablet must be modified 28
agreed upon in your submission dated December 21, 2004. Merketing the product with FPL thar is not
identical 1o the approved Jabeling trx) may ronder the product misbranded and an unapproved new

drug.

Pleasc submit an ¢lectronic version of the FPL according to the guidsnce for industry titled Providing
Regvlatory Submissions in Elecrronic Format - NDA. Alcrnalively, you may submit 20 paper copies
of the FPL as soon as it is availahlc but oo morc than 30 days after it is printed. Individually mount 15
of the copies nn heavy-weight paper or gimilar material. For administrative purposcs, designate this
suhmission “FPL for approved NDA 21.513." Approval of this submission by FDA 13 not required
before the lsbeling is used,
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In addition, submit the content of the hbehng in elecuonic format ss requirad by 21 CFR 3 14.50(1)(5)
and in the format described at the following weh sitc, hm_l_yww fda.gov/oc/datacouncil/spl.himl,

All applications fof new active ingredients, new dosage foxms, new indxcamns, new routes of
administration, and new dosing regimens axe required to contain an asscssment of the safety and
effectivencss of the product in pedistric patients unless this requircment is waived or deferred. We are
waiving the pedistric study requirement for ages birth up to six monthe and are deferring pediarric:
studics for ages six months 10 17 years for thif appilication.

. Your-deforred pediatric srudies required vnder acction 2 of the Pediatric Research Equiry Act (PREA)

are considercd required postmarketing study commitments. The status of these postmarketing studioe
shall be reported annually according to 21 CFR 314.8]. These commitments are listed below.

1. Pediatric studies under PREA for the weatment of pediatrio patients aged six mofiths and older
with detrusor overactivity associated with a known neurological condition (e.g., spina hifids).

2. Pediatric studies undcr PREA for the treatmant of overactive hladder in pediatric patients six to
11 ycars old and adolescents agos 12 10 17 years ald.

Final Raport Submission due: June 21,2009

Submit clinica] protocols to your IND for this product. Submit final shwly reporta to this NDA.
For administrative purposes, all submissions related 1o this/these podiatric postmarketing study
commitment(s) must be clearly designated “Required Pediatric Study Commitments™.

If you issue a lenar communijcating important information about this drug prodnct (i.c., a “Déar
Health Care Professianal” letter), we requesl that you submit a copy of the ictter to this NDA and
a copy 1o the following address:

"MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20857

The MedWatch-to-Manufacturer Program provides manufacturers with copies of serious adverse cvent
reports that ere received directly by the FDA, New molecular enlitics and imporant new hiologics -
qualify for inclusion for three years after epprovel. Your firm is eligible to receive copies of reports for
this product, T participatc in the program, please see the enrollment instructions and program

description details at www. fds.gov/medwaich/reportmmp. him,

In addition, submit three copies of the introductory promotional materials that you propose th usc for
this product. Submit all praposcd materials in draft or mock-up form, not final print. Send one copy to
the Division of Reproductive and Urologic Drug Products (HFD-5R0) and two copica of both the
promatinnal miaterials and the package insery(s) directly tn:
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Division of Drug Marketing, Advertising,
and Communications, HFD-42

Fnnd and Drug Administration

5600 Fishers Lane

Rockville, MD 20857 .

Please submit one market package of the drug product when it is available.

We have pot completed validation of the regulstory methods. However, we cxpect your continued
cooperation to resolve any problem: that may be identificd.

We remind you that ymi must comply with reporting requirements for an approved NDA (21
CFR 3]4.80) and 314.81). -

If you beve any questions, call Jean Makie, M.S., R.D,, 8. Rcgulatory Health Project Manager, at
(3V1) 827-4260.

Sincercly,
{See appendud vlacironic signature puge}

Julié Beitz, M.D.

Deputy Director

Officc of Drug Evsluation IT]

Center for Drug Evaluation and Research

Enclosurs
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ENABLEX®
(darifenacin)

Exlar!ded-release tablets

-Rx

Prescribing Information

‘DESCRIPTION

ENABLEX® (darifenacin) i8 an extended.release wblet which contains 7.5 mg or 15 mg
darifenacin as its hydrobromide salt. The active mniety, darifenacin, is a potent muscarinic
Teceptnr antagonist,

Chemically, darifenacin hydrobromide is (8)-2-{1-[2-(2.3-dihydrobenzofuren-S-ylethyl)-3-
pyrolidinyl}-2,2-diphenylacetamide bydrobromide. The empirical fommula of darifenacin
hydrobromide is CogH3oN204.HBr.

The struenural formula is

Ph
N Ph
W:i e
Q N
o H,

Darifenacin hydrobromide ig a white to almost white, crystalline powder, with a molecular
weight of 507.5, . ‘
ENABLEX it a once-3-day extended-release tablet, and contains the following inactive
ingredients:  dibasic calcivm. phosphate  anhydrous, bydroxypropyl methylcellulose
(hypremellose), lacinse monchydrate, magnesium stearate, titanium dioxide and triacetin. The
15-mg tablet also cantains FD&C Yellow No. 6 Aluminum Lake.

CLINICAL PHARMACOLOGY -~ -

General

Darifenacin is 2 competitive muscarinic reccptor antagnnist, Muscarinic recoptors play an
important role in scveral major cholinergically mediated functions, including contractions of
the urinary bladder smooth muscle and stimulation of salivary secretion. :

In vitro studies using human recombinant muscarinic receptor subtypes show that darifenacin
has greater affinity for the M, receptor than for the other known muscarinic receptors (9 and
12-fold greater affinity for My compared 10 M; and M;, respectively, and 59-fnid greater
affinity for M, compared 1o both M; and M,). M; receptors are involved in contraction of
human hladder and gastrointesting] smooth muscle, saliva production, end iris sphincter
function. Adverse drug effects such as dry mouth, constipation and abnormal vision may be
medisted through effects on M3 receptors in these organs.
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Pharmacodynamics

In three cystometric studies performed in patlents with involuntary detrusnr contractions,
increased bladder capacity was demonstrated by an increased volume threshold for unstable
contractions and diminithed frequency of unstable detrusor contractions after ENAB
(darifenacin) cxtended-release tablet troatment. These findings are consistent with an
antimuscarinic ection on the urinary bladder.

Pharmaccokinetics

Absorption .
After oral administration of ENABLEX tw healthy volunteers, peak plasma concentrations of
darifenacin are reached approximately sevin haurs after multiple dosing and steady state
plasma concentrations arc achicvad by the sixth day of dosing. The mean (SD) steady state
time course of ENABLEX 7.5 mg and 15 g extended-relcase tablets is depioted in Figure 1.

A summary of mean (standerd devietion, SD) steady state pharmacokinetic parameters of
ENABLEX 7.5 mg and 15 mg extended-relegse tablets In exiensive (EM) and poor (PM)
metabolizers of CYP2D8 is prvided in Table 1,

Table 1: Meen (8D) Steady State Pharmacokinetic Parameters From ENABLEX®
7.5 mg And 15 mg Extended-Release Tablets Basad On Pooled Data By

Predictad CYP2D6 Phenotype
ENABLEX® 7.5 mg ENABLEX®15 mg
(N=6BEM, SPM) (N = 102 EM, 17 PM)

AUC,, Crex [Cig |Temx [t AUC3 T Comw | Tox |l
(ng.vml) | (ng/mi) | (ngsmi) [(h) | (n) (ng.vmi)_| (ng/mi) | (ng/mi) | (h) )

EM [ 20.24 201 122 [849 [1243 |88.90 576 |am |78 | 1208
(1547) [ (1.04) | (0.64) | (4.18) | (5.64)" [ (67.867) |(424) | (2.83) |(6.06) |(1237)"

PM | €7.56 427 281 520 [19.95° | 167.74 6.69" €58 [671 |740°
(13.19) (0.98) |(0.38) | (1.79) (77.08) (5.09) (3.22) | (3.50)

N=25; ° N=8; "N= 2: "N=1; AUC, = Area under the plasma concentration vereus tima curve for
24h; Cppu = Maximum nbserverl pw:ma roncentration; C,.,, = Average plasma concentration at steady
o13te; Trmge = Time OF ocCurrance of U} ha = forminal olnmmﬂon haltlife.
5egnbr:|”ng EM end PM, see CLINICAL PHARMACOLOGY, Pharmacokinetice, Varfabiity in

etabolism,

The mean oral bicavailability of ENABLEX in EMs at steady state Is estimated 10 be 15% and
19% for 7.5 mg and 15 mg tables, respectively.
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Figure 1.
Profilss For ENABLEX 7.5 And 15 Mg In Hsalthy Volunteers Including
Both CYP2D6 EMs And PMs*
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*Includes 93 EMo and 6 PMs for 7.5 mg 104 EMs and 10 PMa for 15 mg.
Effect of Food: .

There is no effeot of food on multiple-dose phanmacokinctics from ENABLEX extended-
release tablets.

Distribution

Darifcoacin is spproximately 98% bound fo plasma proteins (primarily to alpha-l-acid-
glycoprotein). The steady-siate volume of distribution (Vy) is eetimated 10 be 163 L.
Motabolism

Darifenacin is extensively metaholized by the liver following oral dosing.

Metabolism it mediated by cytochrome P450 enzymes CYP2D6 sud CYP3A4. The three

bt e gt b
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main metabolic ronifex are as follows:

(i) monohydroxylation in the dihydrobenzofuraa ring;

(if) dibydrobenzofuran ring oponing;

(ifi) N-dealkylation of the pyrrolidine pitrogen. :

The initial products of the hydroxylation snd N-dealkylation pathways are thc major

circulating metaholitcs but they ere uxlikely to contribute significantly 1o the overall clinical
effect of darifenacin.

Varlablilty In Metabolism:

A subset of individuals (approximatcly 7% Ceucesians and 2% African Americans) arc poor
metabalizers (PMs) of CYP2D6 metabolized drugs. Individuals with normal CYP2D6
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activity arc referred o 89 extensive métabolizers (EMs). The metabolism of darifenacin in
PMs will be prinoipally mediated via CYP3A4, The darifenacia ratios (PM:EM) for Conix and
AUC following darifeaacin 15 mg rnce-daily at stesdy state were 1.9 and 1.7, respeatively.

Excretion
Following, administration of an oral dosc of "C-darifenacin solution to healthy voluntcars,

“approximitely 60% of the radioectivity -was recovered in the urine and 40% in the feces.

Only a small percentage of the ¢xcreted dose was unchanged darifenacin (3%). Estimated
darifenacin clearance ia 40 L/h for EMs and 32 L/ for PMs. The elimination half-life of

darifenacin following chronic dosing is approximatcly 13-19 hours.
Pharmacokinetics In Speclal Populations

Age: No dose adjustment is yecommended for the elderly.

A population pharmacokinetic analysis of patient data indicated a trend for clearance of
darifenacin to decrease with age (6% per decade relative 10 2 median age of 44). Following
administration of ENABLEX 15 mg once-dajly, danfenscin exposure at stcady state was.
epproximately 12%-19% highet in volunteers between 45 and 65 ycars of age compared tw
younger volunteers aged 18 to 44 years (see PRECAUTIONS, Geriatric Use).

Pediatric: The pharmecokinetics of ENABLEX have not hoen studied in the pedmtnc
population.

Qender: No dose adjustment is recommeanded based on gender. PK paremeters were
caleulated for 22 male and 25 female healthy voluntecrs, Darifenacin Couy and AUC at steady
state were approximately 37%-79% and A1%-73% hxgher in femslss than fn males,

respectively.
Race: The effect of race on the pharmacokinctics of ENABLEX has not been characterized.

Renal Insufficiency: No dose adjustment is recommeaded for patients with renal
impairment. A study of subjects with varying degrecs of renel impairtnent (creatinine
clearance between 10 aod 136 mL/min) given ENABLEX 15 mg once daily 10 steady state
demonstrated no clear rclationship between renal function and darifenacin clearance.

— .

Hepatic Insufficlency: The daily dasc of ENABLEX should not cxceed 7.5 mg once daily
for patients with moderatr. hepatic impairment (Child Pugh B) (se¢e PRECAUTIONS and
DOSAGE AND ADMINISTRATION). No dose adjustment is recommended for patients with
mild hepatic impairment (Child Pugh A).
FNABLEX pharmacokinetics were investigated in subjects with mild (Child Pugh A) or
moderate (Child Pugh B) impairment of hepatic function given ENABLEX 15 mg once daily
to steady state. Mild bepatic impairment had no cffect on the pharmacokinetics of darifenacin,
However, protein hinding of darifcnecin was affected by moderate bepatic impairment, After
adjusting for plasma protein binding, unbound darifenscin exposwmc was estimated 10 be 4.7-
t{:::l higher in subjects with moderate hepatic impairment than subjects with nonmal hepatic
ction.



[PUR N

Subjects with severe hepatic mpaunu:m (Child Pugh C) bave not been studied, therefore
ENABLEX is not recommended for use in these patients (ses PRECAUTIONS and DOSAGE -

AND ADMINISTRATION).
Drug-Drug Interactions

ERects of Other Drugs on Darifenacin

Darifenacin metabolism is primarily mediatcd by the cytochrome P450 enzymes CYP2D6 and
CYP3A4. Therefore, inducers of CYP3A4 or inhibitors of either of these enzymes may alter
darifepacin pharmacokinctics.

CYP2D6 Inhibltors: No dosing adjustments are recommended in the presence of CYP2Dé
inhibitore. Darifcnacin cxposure following 30 mg once daily at steady statc wax 33% higher
in the presence of the potent CYP2D6 inhibitor paroxetine 20 mg.

CYP3A4 Inhibitors: The daily dosc of ENABLEX should not cxceced 7.5 mg when
coedministered with potent CYP3A4 inhibitors (c.g., ketaconazole, itraconazole, ritonavir,
pelfinavir, clarithromycin and pefazodone) (sec PRECAUTIONS and DOSAGE AND
ADMINISTRATION), In a drug interaction study, when'a 7.5 mg once- daily dosc of
ENABLEX was given to sicady state and coadministered with the potent CYPIA4 inhibitor
ketoconazole 400 mg, meen darifenacin C,,, increased to 11.2 ng/mL for EMs (n~10) and
55.4 ng/mL for one PM subject (n=1). Mean AUC increased to 143 end 939 ngh/ml for
EMs and for one PM subject, respectively. When a 15 mg daily dose of ENABLEX was
given with ketoconazole, mean darifenacin Cy: increased to 67.6 ng/mL and 58.9 ng/ml for
EMs (n=3) and onc PM subject (n=1), respectively. Mean AUC increascd to 11 10 and 931
ng.l/mL for EMs and for one PM subject, respectively.

Nn dosing adjustments are recommended in the presence of moderate CYP3A4 inhibitors
(c.g.; erythromycin, fluconazole, dihiazem and verapamil). The mean Cuex end AUC of
darifenscin following 30 mg once daily desing at stcady state were 128% and 95% higher,
respectively, in the presence of crythromycin, Cosdministration of fluconazole and
darifenacin 30 mg oncc daily at stcady state increased darifenacin Cee, 2nd AUC by £8% and
84%, rcspectively.

The mean Cau and AUC of darifonscin following 30 mg once-daily at strady statc were 42%

.and. 34% higher, respectively, in the preseace of cimetidine, a mixed CYP P450 enzyme

inhibitor.



Cey e —

27

29
30
kY
32
33
34
35
36
37
38

Effects of Darffonacin on Other Drugs

in vitro Studies: Based on in viro human microsomal studies, ENABLEX is not expeored to
inhibit CYP1A2 or CYP2C$ at clinically relevant concentrations.

in vivo Studles; The potential for clinical doses of ENABLEX to act es inhibitors of
CYP2D6 or CYP3A4 substrates was investigated in specific drug interaction studies.

CYP2D6 Substrates: Caution should be iken when ENABLEX is used concomitantly with
madications that ere predominsntly metahalized by CYP2D6 end which have 2 parow -

~ikerapeutic window, such as flecainide, thioridezine and tricyclic antidepressants (sec

PRECAUTIONS, Drug Jntcractions),

The mean Cmax and AUC of imipramine, a CYP2D6 substate, were increased 57% and
70%, respectively, in the presence of steady-siate darifenacin 30 mg once deily. This was
accompanied by a 3.6-fold increase in the mean Crnax and AUC of desipramine, the active

metabolite of imipramine.

CYP3AL Substrates; Darifenacin (30 mg dsily) coadministcred with a single oral dose of
midazolam 7.5 mg resulted in 17% increasc in midazolam exposure.

Darifenacin (10 mg 1i.d.) bad no effect on thc phammacokinetice of the combination oral
contraceptives containing levonorgestre] and cthinylestradiol.

Other Drugs: Darifenacin had no significant cffect on protbrombin time when a single dose

of warfarin 30 mg was coadministered with darifenacin (30 mg daily) at stcady state.
Standard therapeutic prothrombin time monitoring for warfarin should he continued.

Routine therapeutic drug mnnitoring for digoxin should be continued. Danfcnacm (30 mg
daily) coadministered wnh digoxin (0.25 mg) at steady statz resulted in 16% incresse in
dignxin cxposurc. )

Electrophysiology

The effect of six-day treatment of 15 mg and 75 mg ENABLEX on Q¥/QT¢ interval was

" cvaluated in & multiple-dose, double-blind, randomized, placebo— and active-controlled

(moxifloxacin 400 mg) parallcl-arm design study in 179 healthy adults (44% male, 56%

-28-—female) aged 18 10 65. Subjects included 18% PMs and 82% EMs. The QT interval was

measured over a 24-hour period both pre-dosing and at steady state, The 75 mg ENABLEX
dose was chosen becanse this achieves exposure similar o that observed in CYPID6 poor
metabolizers administered the highest vecommended dose (15 mg) of darifenacin in the
presence of a potent CYP3A4 inhihitor, At the doses studied, ENABLEX did not result in
QT/QTc interval prolongation at any time during the steady state, while maxifloxacin
weatment resulted in a mean increase from baseline QTcF of ahaut 7.0 mscc when compared
to phccho, In this study, darifenacin 15 mg and 75 mg doscs demonstrated 2 mean heart rate
change of 3.1 and 1.3 bpm, respectively, when compared to placebo. However, in the phase
/I clinical studies , the change in median HR following treatment with ENABLEX was no
different from placebo
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CLINICAL STUDIES

ENABLEX® (darifenacin) extended-reiease tabiets were evahaied for the treatmont of
petients with overactive bladder with symptoms of urgency, urge urinary incontinence, and
increased urinary frequency in three randomized, fixed-dose, placsbo-controlled, multicenter,
double-blind, 12-wrek studics (Studies 1, 2 and 3) and one randomized, double-blind,
placehn-controlled, multicepter, dose-titration study (Srady 4). For study eligihility in all four
studics, petients with symptoms of overactive bladder for at Jeast six months were required to
demonstrate ot least eight micturitions and at lcast ame cpisode of urinary urgenoy per day,
and at least five episodes of wge urinary incontinence per week. The majority of patients were
white (94%) and fernalc (84%), with a mean age of 58 years, range 19 1 93 years. 33% of
patients were >65 years of age. These characteristics were well balanced across treatmont
groups. The study population was inclusive of both.natve patients who had not received prior
pharmacotherapy for overactive bladder (60%) and those who had (40%).

Table 2 shows the efficacy data collected from 7- or 14-day voiding diaries in the three fixed-
dose placebo-controlled smdies of 1059 paticats treated with placebo, 7.5 mg or 15 mg once
daily ENABLEX for ]2 wecks, A significant decrease in the primary endpoint, change from
bascline in avcrage weekly urge urinary incontinence episodes was abserved in all threc
studics. Data is also shown for two secondary endpoints, change from hascline in the average
number of micturitions per day (urinary frequency) and change from baseline in the average
volume voided per micturitian.




. 1 Table2: Difference Betweon ENABLEX® (7.5 mg, 16 mg) And Placebo For The

2 Week 12 Change From Bascline (Studies 1, 2 And 3)
3
Study 1 Bludy 2 sSwugyd
ENABLED®  ENABLEX® Plaocsbs | ENABLEX®  FNARLEX®  Piacebo | ENABLEX® Placebo
75 mg 15mg 7.5mn 13mg 15mo
No. of Patisnts )
Enlerod 228 113 164 108 107 109 112 115
Incml-nenc- Eplsanas par Waek
uedbn Basallnp 16.3 17.0 16.6 14.0 173 161 |162 18.5
* Medizn Change R I
trm Basefine 40 -104 7.6 8.1 «10.4 50 114 9.0
Median Differsnce )
fo Placabo -$.6* 2" . 208°* 43° . -24° -
Micturitione per Doy
Modian Baseline | 10,1 10.1 101 {103 1.0 101 |05 104
mpoian Change
Irom Baselina -1.6 17 -0.8 -1.7 -1.9 -1.4 49 12
Median Differonce .
10 Pacabo 0.8° 0O . 05 077 . -0.6 -
Volume of Urine Passed por Void (ml.)
Median Bagelino 160.2 151.8 162.4 161.7 167.3 1622 | 155.0 147.4
Meadian Change .
from Baseline 149 30,9 16 16.8 236 BRA 207 46
Mmedian Difference
to Placeba LA M 20.7°* - 0.2 18.8° - 20.1° -

= Indicates Statisiically significant diffarence versus placebo (p<0.0S, Wiicoxan rank-sum test)

4 Table 3 shaws the efficacy data from the doae-ttratlon smdy in 395 patients who initially
. 5 received 7.5 mg ENABLEX or placebo daily with the aption to increase to 15 mg ENABLEX
6  orplacebo daily after 2 weeks. .
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Tabls 3; DHference Betwsen ENABLEX® (7.6 mg/15 mg) And Placebo For The
Waeek 12 Change From Basoelino (Study 4) )
ENARLEX® Placobo
7.6mg/15mg
No. of Patients Trealad
288 127
. ____ ncontinonoo Episcdos per Wiok )
Median Baseins ~ — 160" T - - 140~ - -
Macian Change from
Haseline «8.2 -8.0
Median Ditference to
Plarabo -1 4* -
Micturltions per Day
Median Bagoline e 104
Modlan Change from
Basofine . -19 -1.0
Median Oiffarencs o
Placaho 08"~ -
Volume of Urine Passed per Void (mL)
Modian Bassline 1737 177.2
Medien Change from
Basoline 18.8 as
Modian Oiffersnce i
Placebo 133° -
* Indicatoc stasisticaly SigniMcant difference versus plooeba (p<0.05,

Wiicoxon rank-sum tast)

As seen in Figures 2 2, b and ¢, reductions in the number of incontinence episodes per week
was observed within the first twn wecks in patients treated with ENABLEX 7.5 mg and 15
mg once daily compared to placebo. Further, thess effects were gustained throughont the 12-
week trearment period,
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Figure 23,b,c Maedlan Change From Bassline At Wecks 2, 6, 12 For Number Of
Incentinence Episodes Per Weok (Study 1, 2 and 3)
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INDICATIONS AND USAGE

ENABLEX® (darifenacin) extended-releasc tahjcts are indicated for the trcatment of
overactive bladder with symptorms of urge urinary incontincnes, urgency and frequency.

CONTRAINDICATIONS

ENABLEX® (darifcnacin) extended-release tablets are contraindicated in patients with urinary
retention, gastric retention or uncontrolled narrow-angle glancoma and in patients who are at
risk for these conditions. ENARLEX is also contraindicated in patirnts wnh loown

hyporsensifivity 1o the drug ar its ingredients,

PRECAUTIONS

General

Risk of Urinary Retention

ENABLEX® (darifenacin) cxtended-release tablets should be administered with caution to
patients with clinically significant bladder outflow obstruction becauec of the risk of urinaty

relentian,

Decreased Gastrointestinal Motility

ENABLEX should be administered with caution 1o patients with gastrointestinal abstructive
disorders hecause of the risk of gastric retention, ENABI.EX, like other anticholinerpic

) v Ive Ve
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drugs, may deoreass gastromtestinal motility and should be used with caution in patients with
cemditions such a3 severe constipation, nocrative colitis, and mynsthenia pravis.

Controlled Narrow-Angle Glaucoma

ENABLEX should be used with csution io patients being treated for narrow-angle glaucoma
and only whese the polential benefitas outweigh the risks.

Patients with Hepatic Impairment

There are no dosing adjustments for paticnts with mild bepatic impairment. The daily dosc of
ENABLEX should not exceed 7.5 mg for paticnts with moderate hepatic impairment.
ENABLEX has not been studled in patienis with severe hepatic inopairment and therofore is
not recommended for use in this patient population (sse CLINICAL PHARMACOLOGY,
Pharmacokineticg in Special Populstions and DOSAGE AND ADMINISTRATION).

Information for Pstients

Patients should be informed that anticholinergic agents, such as ENABLEX, may producc
clinically significant adverse cffects relsted to anticholinergic pbarmacological activity
including constipation, uripary rctention and blurred vision. Heat prostration (due to
decreased sweating) can occur when anticholinergics such 38 ENABLEX arc uscd in a hat
eavironment, Becauge anticholinergics, such as ENABLEX, may produce dizziness or
blurred vision, pahicnts should be advised to excrcisc cawtion in -decisions to engage in
potentially dangerous activitics until the drug’s effects have been determined. Patients should
read the patient information leaflct hefore starting therapy with ENABLFX.

ENABLEX extended-releasc tablcts should be taken once deily with liquid. They may be
taken with or withowt food, and should he swallowed whole and not chewed, divided or
crushed.

Drug Interactions
The daily dose of ENABLFX should not exceed 7.5 mg when coadministered with potent
CYP3A4 inhibitors (¢.g., ketoconazalc, jiraconazole, ritonavir, nelfinavir, clarithromycin and
ncfezadcoe)  (see  CLINICAL PHARMACOLOGY and DOSAGE - AND
ADMIMSTRATION)
Caution should be taken when ENABLEX is used concomitantly w:th medications that are

predominantly metabolized by CYP2D6 and which have a narrow therspeutic window, such
93 TMecaipide, thioridazine and tricyclic . antideprcssants  (see  CLINICAL

PHARMACOLOGY).

The concomitant use of ENABLEX with other antuoholmerg:c agents may increase the
frequency and/or severity of dry mouth, constiparion, blurred vision and other anticholinergic
pbarmacolngical effecis. Antcholinergic agcots may potentially alter the absorption of tomg
concomitantly administezed drugs due to effects on gnmomrm:nal motility.

Drug Laboratory Test interactions .
Interactions between darifonacin and laboratory tests have not been studied.
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Carcinogenesis/Mutagenesis/impalrment of Fertility
Carcinngenicity studies with darifenacin were conducted in mice and rets, No evidence of

drug-related carcinogenicity was sevealed in a 24-moath study in mice ar dietry doses up to
100 mg/kg/day or approximately 32. timcs the estimated human free AUCq.34 reached with 15
mg, the maximuo recommended humean dose (AUC at MRHD) and in a 24-month study in
rais at doses up to 15 mg/kg/day of up to spproximately 12 times the AUC at MRHD in
femalc rats and approximately eipht times the AUC at MRHD in male rats.

Darfrnacin was not mutagenic ip the bacterial mutation assays (Ames tcst) and the Chinese
hamster ovary assay, and not clastogenia m the human lymphocyie assay, and the in vivo
mouse bone MATOW cytogenetics Bsxay,

Thers was no evidence for effects on fertility in male or female rate weatad at oral dose un to
50 mp/kg/day. Exposures in thix atudy correspond lo approximately 78 times the AUC at
MRHD.

Pregnancy Category C

Derifenscin was not teratogenic in rars and rabbits at doses up to 50 and 30 mg/kg/day
respectively. At the dose of 50 mg/kg in rats, there was 2 delay in the ossification of the sacral
and caudal vertebrae which was not observed at 10 mg/kg (approximately 13 times the AUC
of free plasma eancentration at MRHD). Exposure in this study at 50 mg/kg comreeponds o
approximately §9 times the AUC of free plasma concentration st MRHD. Dystocia was
obscrved in dams et 10 mg/kg/day (17 times the AUC of free plasma concentration at -
MRHD). Slight developmental delays werc observed in pups at this dose. At 3 meg/kg/day
(five timeg the AUC of free plasma concentration at MRHD) there were no effects on dams or
pups. At the dosc of 30 mg/kg in rabbits, darifenscin was shown to incroase gost-implantation
losx hut not at JO mg/kg (nine timeg the AUC of frec plasma concentration at MRHED),
Exposure to unbound drug at 30 mg/kg in this study corresponds to approximately 28 times
the AUC at MRHD. Ia sabbits, dilated urcter and/or kidney pelvic was observed in offspring
at 30 mg/kg/day and onc casc wey observed at 10 mg/kg/day along with urinary bladder
dilation consistent with pharmavological action of darifenacin, No cffcct was observed at 3
mg/kp/day (2.8 times the AUC of free plasma copcentration at MRHD). There are ao studies
of darifenacin in pregpant women. Because animal rcproduction studies are not always

31 _ predictive of human response, ENABLEX should be used during pregnancy only if the benefit

3z

13

to the mother ourweighs the potcntis] risk to the fotus.

Nursing Motherg

Darifenscin is excreted into the milk of raw. It jx not known whether darifenacin is exereted
into human milk and therefore caution should be cxcrcised before ENABLEX ls administercd
10 a nureing woman.

Pediatric Use
The safety and effectiveness of ENABLEX in pediatrio paticnis have not been established.

Gerlatric Use

In the Phase III fixed-dnse, placebo-controlled, clinical studies, 30% of paticnts treated with
ENABLEX werc over 65 ycars of age. No overall differences in rafety or efficacy were
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obscrved between these patients (n= 207) and younger patients <65 years (o= 464). Na dose
adjustment is recommended for elderly patents (see CLINICAL PHARMACOLOGY.
Pharmacokinarics in Special Popularions and CLINICAL STUDIES).

ADVERSE REACTIONS

During the clinical development of ENARLEX® (darifcnacin) cxtended-release tablets, 4 total
of 7,363 patients and volunteers wesc treatod with doses of darifenacin from 3.75 mg t0 75 mg
once daily, . ‘

The safety of ENARUEX was cvalusted in Phase II and III controlled clinical wials in a toral
of 8,830 paticnts, 6001 of whom were treated With ENABLEX. "Of this total, 1,069 patieats
participated in thres, 12-week, Phase J1I, fixed-dose efficacy and safety studics, Of this total,
337 and 334 patients received ENABLEX 7.5 mg daily and 15 mg daily, respectively. In all
long term trials combined, 1,216 and 672 paticnts received treatment with ENABLEX for at
Icast 24 and 52 weeks, respectively. ‘

In all placebo-controlled trisls combined, the incidence of serious adverse events for 7.5 mg,
15 mg and placebo was similer.

In all fixed-doss Phase Il studies combined, 3.3% of patients treated with ENABLEX
discontinued due to all adverse events versus 2.6% in placebo. Dry mouth leading to sudy
discontinuation occurred in 0%, 0.9%, and 0% of paticnts treated with FNABLEX 7.5 mg
daily, ENABLEX 15 mg daily and placchbo, respectively. Consupation leeding to smdy
discontinuation occurred in 0.6%, 1.2%, and 0.3% of patisnts trested with ENABLEX 7.5 mg
daily, ENABLEX 15 mg daily snd placebo, respectively.

Table 4 lists the adverse evenis roported (regardless of causality) in 2% or more of patients
treated with 7.5 or 15 mg ENABLEX extended-release tablets and greater than placebo in the:
thres, fixed-dose, placebo-conuolled Phase III studies (Stuclics {, 2 and 3). Adverse cvents
were reparted by 54% and 66% of patients rccciving 7.5 and 15 mg once daily ENABLEX
extended-release tablcts, respectively, and by 49% of patienta receiving placebo. In these
studics, the most frequently reported edverse cvents wers dry mouth and constipation. The
majority of adverse events in ENABLEX-treated subjects were mild or moderate in scvcrity
and most occurred during the first two weeks of weatnent. .

—_——— - .
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Table 4; Incidence Of Adverse Evenis* Reported in 22.0% Of Patlents Troated
With ENABLEX® Extended- Relsase Tablcts And More Freguent With
ENABLEX® Than With Placebo In Three, Fixed-Dose, Placebo-
Controlled, Phase Il Studles (Studies 1, 2, and 3)

Body System  Adversa Event _Percentage of subjecis with advorse event (%)

ENNBLEX® ENABLEX® Piecebo
7.6mg 16 mg
N =337 N =334 N =388
Digestive Dry Mouth 202 353 : 8.2
Constipation 14.8 213 B2
Dyspepsia 2.7 8.4 2.6
Abdomiral Pain 2.4 3.0 0.6
Nausea . 27 1.5 1.6
Diaphea 21 0.9 1.8
Urogenital Urinary Tract 4.7 a5 2.6
infection
Nervous Dizziness 0.y 2.1 1.3
Bodyas a Asthenia 1.6 27 1.3
Whols
Eys Dry eyes 1.5 2.1 0.5
“Regerdless of causality

Other adverse events reparted, regardless of causality, by 21% of ENABLEX patients in
either the 7.5 mg or 15 mg onco-dnjly darifenacin dose groups in these fixed-dose, placebo-
controlled Phase III studies includc: ahnormal vision, accidenwl injury, back pain, dry skin,
flu syndrome, pain, hypertension, vomiting, pcnpheral cdema, weight gain, anhralgm,
hronchitis, pharyngitis, rhinitis, sSinusitis, rash, pruritus, urinary tract disorder and vaginitis.

Study 4 was a 12-week, placebo-controlled, dose-titration regimen stydy in which ENABLEX
was administered in accordance with dosing recommendations (scc DOSAGE and

,LADMINISIRAIIQED,_AILpaumn juidally_received placebo or ENABLEX 7.5 mg daily,

and afler two weoks, paticnis and physicians were allowed 1o adjust upward to ENABLEX
15mg if peaded. In this study, thc most commonly reporied adverse events were also
constipation and dry mouth. The incidence of discontinuation duc to all adverse events was
3.1% and 6.7% for placebo and for ENABLEX, respectively. Table S lists the adverse events
(regardlcss of causality) reparred in >3% of patients treated with ENABLEX extendcd-xclaac
tablets and preetar than placebo. :
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Numbser (%) Of Adverse Events” Reported In >3% Of Pallents Treated
With ENABLEX® Extended- Reloase Tablets, And More Frequent With
ENABLEX® Than Placsbo, in The Placebo-Controlied, Dosea-Titration,

Phase M Study (Study 4).

Table &:

Adverse Event ENABLEX®7.5 mg/l5 mg " Placebo
N=268 N=127
Constipation . 56{20.9%). 10 (7.9%)
Dry Mouth 50 (18.7%) 11 (8.7%)
Headache 18 (6.7%) 7(5.5%)
Dyspepsia 12 (4.5%) 2 (1.6%)
Nausea 11 (4.1%) 2 (1.6%)
Urinary Tract Infection 10 (3.7%) 4(3.1%)
Accidental Fnjury 8 (3.0%) 3 (2.4%)
Flu Syndrome 8 (3.0%) 3(2.4%)
*"Regardiess of causality .

Acute urinary retention (AUR) requiring treatment wag reported in a wo1al of 16 paticntx in the
ENABLEX phasc I-HI clinical trials. Of these 15 cases, 7 were repasted as serious adverse
events; including one patient with detrusor hyperreflexia secondary to a stroke, one patient
with beniga prostatic hypermophy (BPH), onr: paticnt with irritable bowel syndrome (IBS)
and four OAB patients wking darifenacin 30 mg daily.  Of the remaining nine cases, none
were reponed as serious asverse cvents. Three ocourted in OAB patients taking the
recommended tinses, and two of these required bladder catheterization for 1-2 days.

Constipation was Yepoyted as a scricus edversa event in six patients in the ENABLEX phasc I-
IU climical trinls, inoluding one patient with benign prostatic hypertrophy (BPH), one OAB
patient taking darifenacin 30 mg dally, and only one OAB patient taking the recommended
doges. The latter patient was hospitalized for investigation with colonoscopy afler reporting
pine months of chranic constipation that was reported a3 being moderate in severity.

OVERDOSAGE

Overdosage with antimuscarinic agents, including ENABLEX® (darifenacin) extended-relcase
wblets can result in scvere antimusceripic effects. Treatment should be symptomatic and
sappartive. In the event of overdosage, FCG monitoring is recommended. ENABLEX has
been administered in clinicaf trials at doses up 0 75 mg (five times the maximum therapeutic
dose) and signs of overdose were Fimited to abnormal vision.

f Yovye Vi s
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DOSAGE AND ADMINISTRATION

Administration

The recommendcd starting dose of ENABLEX® (darifenacin) extended-relcasc tablets is 7.5
mg once daily. Based upon individual rcsponse, the dose may be increased to 15 mg once
daily, as esrly as two wesks aficr starting therapy.

ENABLEX extended-release tablets should he takcn once-daily with liquid. They may be
takcn with or without food, and should be swallowed whole and not chewed, divided or

crushed.

For patients with moderate hepatic impairment or when coadministered with potent CYP3A4
inhibitors (c.g., keinconazole, iwacomazole, ritonavir, nelfinavir, clarithromycin and
nefazadone), the deily dosc of ENABLEX should not exceed 7.5 mg. ENABLEX is not
recommended for Use in paticnts with scvere hepatic impsirment. (see CLINICAL

PHARMACOLOGY and PRECAUTIONS).

HOW SUPPLIED

ENABLEX® 7.5 mg extended-release tablets are round, shallow, convex, white-colored
tablets, and are identified with “DF” on one side and “7. 5" on the roverse,

Bottle of 30 (NDC 0078-0419-15)

Bottle of 90 (NDC 0078-0419-34)
Unit-Dosc Package of 100, 10 bilsters per strip (NDC 0078-0419-06)

ENABLEX® 15 mg extended-release tablets are round, shallow, convex, light peach-colored
tablets, and arc identified with “DF" on one side and *'15™ ou the reverse.

Bottle of 30 (NDC 0078-0420-15)
Bottle of 90 (NDC 0078-0420-34) )
Unit-Dosc Package of 100, 10 blisters per strip (NDC 0078-0420-06)

Storage

Store at 25°C (77°F); cxcursions permined o 15-30°C (59-86°F). {see USP Controlled Room

Temperature]. Protect from light.

Manufactured by:
Pfizer Inc.
Brooklyn, New York 11206

Distributed by:
Novartis Pharmaceutical Carporation
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PATIENT INFORMATION
ENABLEX® (&n-5-blgx]

(darffenacin)
" Baaisdrmeies wot
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Read the Patient Information that comes with ENARLEX® hbefore you start taking
itand each time you get a refill. There may be new information, This irafiet does not
take the placr. of talking to your docior or other healtheare professional ahaut your
medical condition or your treatment. Only yonr doctor or healtheare professional
can determine if treatment with ENABLFX is right for you.

What is ENABLEX?

ENABLEX is a prescription medicing uscd in adults tn weat the following symptoms due
to a condition called overactive biadder:

» having a strong peed to go to the bathroom right away (alxe cailed “urgency™)

» lcaking or werntlng sccidents (also called “uninary incontinence”)

= having v go w the bathroom too often (also called “urinary frequency™)

What is overactive bladder?

Overactive bladder heppons when you cannot control your hladder contractions. When
thesc muscle: contractions happen 100 often or cennot be controlled, you get symptoms of
overactive bladder, which are urinary urgency, urinary incontinenoe (leakagc) and urinary
frequenoy.

Who should not take ENABLEX?

Do not take ENABLEX if you:
e arenot able to empty your bladder (also called “urinary retention™)
e have delayed or clow emptying of your stomech (also called “gastric reteqtion”™) -
» havean cye problem called “uncontrolied narrow-ongle glancoma”
e arealjergic to ENABLEX or o any of its ingredients. Scc the end of this leaflet
for a complete Jist of ingredients.

ENABLEX® has not been studied in children.
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What should | tell my doctor before atarting ENABLEX?

Before starting ENABLEX, tell your doctor or bealthcare professional about all of your
medical conditions including if you:

o have any stomach or intestinal problems, or problems with constipation
bave trouble emptying your bladder or if you bave a weak urine stream
bave an eye problem called narrow-angle glaucoma
bave liver problems
are pregnant or planning to become pregnant. It is not known if ENABLEX can
barm your unborn baby.

v  arc breastfeeding. It is not known if ENABLEX passes into breast milk and ifit

can harm ynur hahy.

Tell your doctor about all the medicines yew fake, inelnding prescription and
nonpreacription medicines, vitamins, and herbal supplements. ENABLEX and ccrtain
other medicines can interact with each other, causing side effects. Especially tell your
doctor if you take:

e kewconazole (Nizoral?):)r itraconazole (Sporonox”®), antifungal medicines
clarithromyein (Biaxin™), an antihxohc medicine
ritopivir or neificavir (Vmcq:t ), antiviral medicines
nefazadope (Scrzonc ), a depression medicine
flecainide (Tambocor™), an abnormal heartbeat (antiarrhythmia) medicine
thioridazine (Mellaril®), a mental disorder (antipsychotic) medicine
a medicine called a wricyclic antidepressant

Know sall the medicines you take. Keep a list of them with you to show yaur doctor and
pharmacist each time you get a nsw medicine,

How should | take ENABLEX?

Take ENARLEX exactly as prescribed. Your doctor will prescn‘bc the dose that is right

for you. Your doctor may prescribe the lowest dase if you ‘have ceriain medical

oonditions such as liver problems.

» You should take ENABLEX once daily with liquid.

» ENABLEX should be swallowed whole and not chewed, divided or crushed,

s ENABLEX may be taken with or without food.

* Ilyoumiss a dose of ENABLEX, begin taking ENABLEX again the next day, Do
not take two doses of ENABLEX in the same day.

s Ifyou take too much ENABLEX, call your local Poison Control Centor or emergency
room right away.

What are the possible side effocts of ENABLEX?
The most commen side effects with ENABLEX arc:

@uessrvet
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* dry mouth

e constipstion.

ENABLEX may causc other lcss common side effects, that include:

» blurred vision. Use caution while driving or doing dangcraus sctivities until you
know how ENABLEX affects you.

» heat prostration. Heat prostration (due to decreased swentmg) can oocur when drugs
such as ENABLEX are used in a bot environment.

These are not ell the side effects with ENABLEX. For morc mfofmahon. ask your
doctor, healthcare professional or pharmacist.

How do | etore ENABLEX?
» Keep ENABLEX and sll medlcines out of the reach of children.
v Store ENABLEX at room remperature, 39 to §6° F (15 10 30° C). Protect from
light.
+ Safely dispose of ENABLEX that is out of datc or no langer needed.

General Information about ENABLEX

Medicines are sometimes prescribed for conditions that are not mentioned in patient
informoation leaflets. Do not give ENABLEX 1o other people, even if they have the same
symptoms you have. It may barm them.

This leaflet summarizes the maxt important infarmation about ENABLEX. If you would
like more information, talk with your doctor. You can ask your pharmacist ar dpctar for
information about ENAELEX tbat is wntten for health profeasionals. You can slso call
the product information department at 1-888-44 ENABLEX

(1 888-443-6225) or visit the website at www. ENABLEX com.

What are the ingredlents In ENABLEX?

Active Ingredient: darifenacin

Inactive Ingredients: dibasic calcium phosphate  anhydrovs, bydroxypropyl
methylcellulose (hypromellose), lectose monohydratc, mngnesium stcarate, titanium
dioxide and triacetin, The 15 mg tablet also contains YD&C Yellow No. 6 Aluminum

Lake.
Appearance:

The 7.5-mg 1ablet is round and white-colored with “DF” on one side and *7.5” on the
other side

025020
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The 135-mg tablet is round and peach-colnred with “DF” on one side and “15” nn the

. other side,

*Mellaril® is a registered tredemark of Novartis Inc. The other brands Jisted are the
tradernarks of thelr respective owners and not trademarks of Novartis Inc.

"Maoufacrured by:
Pfizex Incorporgted
Brooklyn, New York 11206

Distrihured by:
Nnwartis Pharmaceuticals Corporation

Fast Hanover, New Jorsey 07036

DATE OF ISSUANCE.
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